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Name of Offering (O check if this is an amendment and name has changed, and indicate change.)

Symphony Genlsis Hoidings, LLC

Filing Linder (Check box(es) that apply): [ Rule 504 O Rule 505 [X] Rule 506 {1 Section 4(6) B uLoE
Type of Filing: [X] New Filing O Amendment

A. BASIC IDENTIFICATION DATA

I, Enter the information requested about the issuer

Name of Issuer {1 check if this is an amendment and name has changed, and indicate change.) Btb ] A\""ZJLABE.E COPY
Isis Pharmaceuticals, Inc.

Address of Executive Offices {Number and Street, City, State, Zip Code) l Telephone Number (Including Area Code)

1896 Rutherford Road, Carlsbad, CA 92008 760-931-9200

Address of Principal Business Operations (Number and Street, City, State, Zip Code) Telephone Number (Including Area Code)

{if different from Executive Offices)

Same Same

Brief Description of Business
BioPharmaceuticals R&D

Type of Business Organization

corporation [ limited partnership, already formed {0 other (please specify):
1 business trust O timited partnership, to be formed
Month Year
Actual or Estimated Date of Incorporation or Organization: March 1991
Actual 0O Estimated

Jurisdiction of Incorporation or Organization:  (Enter two-letter U.S. Postal Service abbreviation for State:

CN for Canada; FN for other foreign jurisdiction) DE
GENERAL INSTRUCTIONS
Federal:

Who Must File: All issucrs making an offering of securities in reltance on an exemption under Regulation D or Section 4(6), 17 CFR 230.501 et seq. or 15 U.5.C. 77d(6).

Wien to Fife: A notice must be filed no later than |5 days afier the first sale of securities in the offering. A notice is deemed filed with the U.8. Securibies and Exchange Commission {SEC) on the
carlier of the date it is received by the SEC at the address given below aor, if received at that address after the date on which it is due. on the date il was mailed by United States registered or
certified mail to that address.

Where to File: 115, Securities and Exchange Commission, 450 Fifth Street, N.W., Washington, D.C. 20549.

Copies Required: Five (5) copies of this notice must be filed with the SEC, one of which must be manually signed. Any copies not manually signed inust be photocopies of the manually signed
copy or bear typed or printed signatures.

Information Required: A new filing must contain all information requested. Amendments need only report the name of the issuer and offering, any changes thereto, the information requested in Part
C. and any material changes from the information previously supplied in Parts A and B. Part E and the Appendix need not be filed with the SEC.

Filing Fee: There is no federal filing fee.

State:

This notice shall be used to indicate seliance on the Uniforn Limited Offering Exemption {ULOE) tor sales of securities in those states that have adopted ULOE and that have adopied this form,
Issuers relying on ULOE must file a separate notice with the Securities Administrator in each state where sales are to be, or have been made. If a state requires the payment of a fee as a
precondition to the claim for the exemption, a fee in the proper amount shall accompany this form. This notice shall be filed in the appropriate states in accordance with state taw. The Appendix to
the notice constitutes a part of this netice and must be completed.

ATTENTION

Failure to file notice in the appropriate states will not result in a loss of the federal exemption. Conversely, failure to file the appropriate federal
notice will not result in a loss of an available state cxemption unless such exemption is predicated on the filing of a federal notice.

Potential persons who are to respond to the collection of information contained in this form
are not required to respond unless the form displays a currently valid OMB control number.
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A. BASIC IDENTIFICATION DATA
. __________________________________________________.

2. Enter the information requested for the following:

. Each promoter of the issuer, if the issuer has been organized within the past five vears;

s Each beneficial owner having the power to vote or dispose, or direct the vote or disposition of, 10% or more of a class of equity securities of the issuer;

s« Each exccutive officer and director of corporate issuers and of corporate general and managing partners of partnership issuers; and

*  Each general and managing partner of partnership issuers.

Check O Prometer (X] Beneficial Owner O Exceutive Officer {1 Directer O General and/or
Box(es) that Managing Partner
Apply:

Full Name (Last name first, if individual)

Federated Investors, [nc.

Business or Residence Address (Number and Street, City, State, Zip Code)

Federated Investors Tower, Pittsburgh, PA 15222-3779

Check O Promoter O Beneficial Owner O Exccutive Officer X] Director [ General and/or
Box{cs) that Managing Partner
Apply:

Full Name (Last name first, if individual)

SPENCER R. BERTHELSEN, M.D_,F.A.CP,

Business or Residence Address (Number and Street, City, State, Zip Code)

KELSEY-SEYBOLD CLINIC, 2727 W Holcombe Blvd, 4th Flr, Houston, TX 77025

Check Boxes [ Promoter O Beneficial Owner X] Executive Officer X] Director [J General and/or

that Apply:

Managing Partner

Full Name (Last name furst, if individual)
STANLEY T. CROOKE, M.D., PHD

Business or Residence Address (Number and Street, City, State, Zip Code)
SIS PHARMACEUTICALS, INC., 1896 Ruthcrford Road, Carlsbad, CA 92008

Check Boxes O Premoter O Bencficial Owner [0 Executive Officer
that Apply:

X] Director

O General and/or
Managing Partner

Full Name (Last name first, if individual)
RICHARD D. DIMARCHI, PHD

Business or Residence Address (Number and Street, City, State, Zip Codc)
INDIANA UNIVERSITY, Dept of Chemistry, A508. 800 East Kirkwood, Bloomington, IN 47405

Check Boxes O Promoter O Beneficial OQwner O Executive Officer
that Apply:

Divector

J General andior
Managing Partner

Full Name (Last name first, if individual)
JOSEPH "SKIP" KLEIN, il

Business or Residence Address (Number and Street, City, State, Zip Code)
GAUSS CAPITAL ADVISORS, LLC, 1724 Hillside Rd, Ste 399, Stevenson, MD 21153

Check Boxes 3 Promoter O Beneficial Owner O Executive Officer
that Apply:

Director

] General and/or
Managing Partner

Full Name (Last name first, if individua!)
FREDERICK T. MUTO, JD

Business or Residence Address (Number and Street, City, State, Zip Code)
COOLEY GODWARD LLP, 4401 Eastgate Mall, San Dicgo. CA 92121-1909

Check Boxes [1 Promoter O Bencficial Owner {X] Executive Officer Director O General and/or
that Apply: Managing Partner
Full Name {Last name first, if individual)

B. LYNNE PARSHALL, ID

Business or Residence Address (Number and Street, City, State, Zip Code)

1S1S PHARMACEUTICALS, INC., 1896 Rutherford Road, Carlsbad, CA 92008

Check O Promoter [ Beneficial Owner O Exccutive Officer [X] Director O General and/or
Box{es) that Managing Partner
Apply:

Full Name {Last name first, if individual)
JOHN C. REED, M.D., PHD

Business or Residence Address (Number and Street, City, State, Zip Code)
THE BURNHAM INSTITUTE, 1090t N. Torrey Pines Road, La Jolla, CA 92037
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Cheek (O Promoter O Beneficial Owner ] Executive Officer

Box(es) that
Apply:

X] irector

O General and/or
Managing Partner

Full Name {Last name first, if individual)
JOSEPH H. WENDER

Business or Residence Address (Number and Street, City, State, Zip Code)
GSC PARTNERS, 1900 Avenue of the Stars, Ste 2450, Los Angeles, CA 90067

Check [J Promoter [ Beneficial Owner Execcutive Officer O Director 1 General andsor
Box(cs) that Managing Partner
Apply:

Full Name {Last name first, if individual)

C. FRANK BENNETT, PHD

Business or Residence Address (Number and Street, City, State, Zip Code)

ISIS PHARMACEUTICALS, INC., 1896 Rutherford Road, Carlsbad, CA 92008

Check Boxes [ Promoter O Beneficial Owner X] Executive Officer O Director O General andfor
that Apply: Managing Partner
Full Name {Last name first, if individual)

DAVID ). ECKER, PHD

Business or Residence Address (Number and Street, City, State, Zip Code)

ISIS PHARMACEUTICALS, INC., 1896 Rutherford Road, Carlsbad, CA 92008

Check Boxes [ Promoter O Beneficial Owner X1 Executive Officer [ Director O General and/or
that Apply: Managing Pariner
Full Name { Last name first, if individual)

ARTHUR A. LEVIN, PHD

Business or Residence Address {(Number and Street, City, State, Zip Code)

1SIS PHARMACEUTICALS, INC., 1896 Rutherford Road, Carlsbad, CA 92008

Check Boxes O Promoter O Beneficial Owner Execcutive Officer O Director O General and/or
that Apply: Managing Partner
Full Namc {Last name first, if individual)

MICHAEL }. TREBLE

Business or Residence Address (Number and Street, City, State, Zip Code)

[SIS PHARMACEUTICALS, INC., 1896 Rutherford Road, Carlsbad, CA 92008

Check Boxes O Promoter O Beneficiat Owner (X1 Exccutive Officer O Director O General and/or
that Apply: Managing Partner
Full Name (Last name first, if individuzal)

MARK K. WEDEL, MD, JD

Business or Residence Address (Number and Strect, City, State, Zip Code)

ISIS PHARMACEUTICALS, INC., 1896 Rutherford Road, Carlsbad, CA 92008

Check Boxes [ Promoter O Beneficial Owner [ Executive Officer [ Dircetor {3 General and/or
that Apply: Managing Partner
Full Name {Last name first, if individual)

Business or Residence Address (Number and Street, City, State, Zip Code)

Check O promoter [J Beneficial Owner [J Executive Officer X] Director {J General and’or
Box({es) that Managing Partner
Apply:

Full Name (Last name first, if individual)

Business or Residence Address (Number and Street, City, State, Zip Code)
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B. INFORMATION ABOUT OFFERING
I T S

3. Does the offering permit joint ownership of @ Single Unit? ..o et e Yes No_X

4.  Enter the information requested for each person who has been or will be paid or given, directly or indirectly, any commission or similar remuneration for
solicitation of purchasers in connection with sales of securities in the offering. 1If a person to be listed is an associated person or agent of a broker or dealer
registered with the SEC and/or with a state or states, list the name of the broker or dealer. [f more than five (5} persons o be listed are associated persons of such a
broker or dealer, you may set forth the information for that broker or dealer only.

NONE

Full Name {Last name first, if individual)

Business or Residence Address {Number and Street, City, State, Zip Code)

Name of Associated Broker or Dealer

States in Which Person Listed Has Solicited or Intends to Solicit Purchasers NONE

(Check “All States” or check INAIVIAUAT STAIES ...ttt e e e emne £ bemese s et s st beas s£eeee b oot e b oo e Sune e s ems e semeees eres e bemret s ber sk e s b s ab e st ras s O All States
[AL) |AK] 1AZ] IAR] [CA] €Ol ICT] IDE} IDC| [FL (GAI [H] ol

113 IINI Al IKS] KY] {LA| IME| IMD] IMA] IMI) {MN] IM3) MO}

[MT} INE} INV] [NH| fNJ] INM| {NY] INC| [ND] [OH] [OK]| [OR] [PA]

[R1] I5C] ISD| TN iTX] LTI IVT] [VA] [VAl WV [WI) (WY] [PR}

Full Name {Last name first, if individual}

Business or Residence Address (Number and Street, City, State, Zip Code)

Name of Associated Broker or Dealer

States in Which Person Listed Has Solictted or Intends to Solicit Purchasers

{Check "All States™ or check individual SIATES).......coooi et s rrnrse s s rnerae e eneemen e L] D] StaLES
[AL] [AK] [AZ] IAR]| ICA] |COl ICTI {DE] |DC) |FL} [GA] IHI (D]

[IL) [IN] [1A] IKS] IKY} ILA} IME] [MD] IMA| M1 [MN] IMS] MO

[MT] [NE] [NV] INH} INJ] INM]| INY| [NC} IND] |OH] |OK} |OR] [PA]

{Rl ISC| {SD| ITN] ITX| IuT| IVTI [VA] IVA| IWv] IWI| IWY] [PR]

Full Name (Last name first, if individual)

Business or Residence Address (Number and Strect, City, State, Zip Code}

Name of Associated Broker or Dealer

States in Which Person Listed Has Solicited or Intends to Solicit Purchasers

(Check "All States™ o Check INUIVIAURD SEIES) ... ettt s es s 1ar 8 b4 EA b a1 800S0 e s 4 a2 st s eet s be et s et et e et semnesebensssssmmssearenssasons T All States
[AL] [AKI [AZI IAR] ICA) ICOl ICT] |DE| IDC| [FLI IGAI IHY 1|

(L) [IN] (1A} IKS] IKY] ILA] IME| IMD] IMA] (MI} (MN] IMS]| IMO]

IMT] INE] INV] INH) INJ) [NM] INY] INC) INDJ [OH] [0K] |IOR] IPA|

(R (5Cl (SDj IT™] ITXI IuT| VTl VA VA (wWv| Wi WY} IPR]
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C. OFFERING PRICE, NUMBER OF INVESTORS, EXPENSES AND USE OF PROCEEDS

I.  Enter the aggregate offering price of securities included in this offering and the total amount already sold. Enter “07 if answer is “none™ or “zero.,” If the
transaction is an exchange offering, check this box [ and indicate in the columns below the amounts of the securities offered for exchange and already exchanged.

Type of Secunity Aggregate Amount Already
Offering Price: Sold
$ 0 ] 0
0 3
Common O preferred
Convertible Securities (including Warmants) ..o $ 37,952,500 $37,952,500*
Partnership IIETESES .....cooeiiiie st b s e et e e sen s 0 3 0
Other (Specify ) $ 0 5 e O
TOUAL .ttt et st e s etk btk teb et s ben bttt b et ben e $ 37,952,500 $ 37.952,500*

Answer also in Appendix, Column 3, if filing under ULOE.

*Represents amount receivable by the Issuer upon the exercise of a warrant 1o purchase common stock (assuming no
cashless exercise). Such warrant has not yet been exercised. The Issuer also received a purchase option to later acquire
all of Symphony Genlsis Inc.’s equity at a predetermined price.

2. Enter the number of accredited and non-accredited investors who have purchased securities in this
offering and the aggregate dollar amounts of their purchases. For offerings under Rule 504, indicate
the number of persons who have purchased sccunties and the aggregate dollar amount of their
purchases on the total lines, Enter “07 if answer is “none”™ or “zero,”

Number Aggregate
Investors Dollar Amount
of Purchases
ACCTEAIEd INVESIOTS ...ovev vt sieni ettt sea s mb bbb s eb bbb 1 $ 37,952,500
Non-accredited Investors 0 $ 0
Total (for filings under Rufe 504 000y ..ot e $
Answer also in Appendix, Column 4, if filing under ULOE.
3. Ifthis filing is for an offering under Rule 504 or 503, enter the information requested for all securities
sold by the issuer, to date, in offerings of the types indicated, in the twelve (12) months prior to the first
sale of sccurities in this offering. Classify securities by type listed in Part C - Question 1.
Type of Dollar Amount
Security Sold
Type of Offering
Rule 505 ..o $
Regulation A $
RULE S04 ...t ettt vt e ra g et e st et em s ettt e eat et ben b st $
O ettt bbb bbb ar e e _ $
4. a. Furnish a statement of all expenses in connection with the issuance and distribution of the
secunties in this offering. Exclude amounts relating solely to organization expenses of the issuer. The
information may be given as subject to future contingencics. If the amount of an expenditure is not
known, furnish an estimate and check the box o the left of the estimate.
Transfer Agent’s Fees..........covcvune O $
Printing and Engraving COSIS ........cooiniiioiriimennnmse e s emsss s es e e es meeme O $
ACCOUNLINE FEES 1ovvviiie ettt et et ces e e s e e e et et s e bbb etess s b b eed e O 3
Sales Commissions (specify finders’ fees separately) oo e a 5
Other Expenses (Identify) 0 $
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C. OFFERING PRICE, NUMBER OF INVESTORS, EXPENSES AND USE OF PROCEEDS

b. Enter the difference between the aggregate offering price given in response to Part C - Question | and total expenses furnished
in response to Pant C — Question 4.a. This difference is the “adjusted gross proceeds to the 1SSUET” ......c..ooereccecnnnicnnanenae 5 37,852,500

5. Indicate below the amount of the adjusted gross proceeds to the issucr used or proposed to be used for each of the purposes shown.
If the amount for any purpose 1s not known, furnish an estimate and check the box to the left of the cstimate. The total of the
payments listed must equal the adjusted gross proceeds to the issuer set forth in response to Part C - Question 4.b above.

Payment to Officers, Payment To
Directors, & Affiliates Others
SAIANES AN FEES......oi ettt et s e ettt ens b emne bt e emt e e Ogs Os
PUICRRSE OF POl @SLALC ..oc.oo ettt ottt e e es e e e n e besceaens b e e en emeeene e Os Os
Purchase, rental or leasing and installation of machinery and equipment ... O § O $
Construction or leasing of platt buildings and facilities ... e Os Os
Acquisition of other businesses (including the value of securitics involved in this offering that may be used
in exchange for the assets or securities of another issuer pursuant to a MEFEEr) .....orrieiceee e Os Os
Repayment of INACBIEANESS. ... oottt ettt st eea e sb st st se s ame s eas s s seebesbassesesseeransens Os Os
WOTKINE COPHLAL ..o ettt c smr s et et em e e ses e se e et e aens e emnt e sent e e be e e memsnermns s e s nens $ 0 $37,852,500
Other (specify);
Os Os
...................................... Os Os
COMIMIN TOUIS ... e et e e em et eeee e emme e ee et e e emm s menteeememmne e smmsmsemseeemme e sensesemmsensenreneennrens $ 0 $37,852,500
Total Payments Listed (columm totals added) ...ttt r e saete s e e s be e saes $ 0 £37.852,500

D. FEDERAL SIGNATURE

The issuer had duly caused this notice to be signed by the undersigned duly authonized person. [f this notice is filed under Rule 505, the following signature constitutes
an undertaking by the issuer to furnish to the U.S. Securities and Exchange Commission, upon written request of its staff, the information fumnished by the issuer to any
non-accredited investor pursuant to paragraph (b)2) of Rule 502.

-

[ssuer {Print or Type} Signature, N Date

Isis Phammaceuticals, Inc. %_ April 24, 2006
Name of Signer (Print or Type) Title of Signer {Print or Type)

Patrick R. O'Neil Executive Director Legal, Associate General Counsel

ATTENTION
Intentional misstatements or omissions of fact constitute federal criminal violations. (See 18 U.S.C. 1001.)
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